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232066 NLM Doc No: NTIS/01 920051 Sec. Source ID: NTIS/ADA433381 

%52% %Kilodalton% %Protein% Vaccine Candidate for %Francisella% 
%tularensis% . 

Sikora CA; Berger BJ; Cherwonogrodsky JW 

DEFENCE RESEARCH AND DEVELOPMENT SUFFIELD (ALBERTA) . 

Source: Govt Reports Announcements & Index (GRA&I), Issue 

Pub. Year: 2004 

Order Information: 4 Op Product reproduced from digital image. Order this 
product from NTIS by: phone at 1-800-553-NTIS (U.S. customers); 
(703)605-6000 (other countries); fax at (703)605-6900; and email at 
orders@ntis.gov. NTIS is located at 5285 Port Royal Road, Springfield, VA, 
22161, USA. 

NTIS Prices: PC A04/MF A01 

Languages : UNSPECIFIED 

Record type: Completed 

Technical memorandum. For identifying %Francisella% %tularensis% vaccine 
candidates, mice were first vaccinated with Brucella abortus 
O-polysaccharide (OPS) vaccine. These animals were then given 10 LD(sub' 
50S) of F. tularensis live vaccine strain (LVS) . Sixty percent (60%) of the 
vaccinated mice survived the multiple lethal dose while all the 
unvaccinated control mice perished. Sera were collected from these 
surviving mice and used to probe supernatant and cell lysates of live F. 
tularensis LVS cultures. Several %Francisella% %tularensis% components were 
identified by this noted antiserum. Mouse serum from mice vaccinated with 
killed F. tularensis did not identify these components. Of these identified 
proteins, enzyme digestions and chemical oxidation suggest 
post-translational modifications for some of the proteins (e.g. a %52% 
%kilodalton% (kDa) glycoprotein, a 45 kDa lipoprotein and a 19 kDa 
nucleoprotein) . In low concentrations, the 52 kDa component caused nitrous 
oxide induction in tissue cultures and in high concentrations it caused 
cell death. Vaccination with this %protein% gave mice partial protection 
(20% survival) from 250 LD(sub 50) of tularemia given intranasally while 
the addition of other components may have acted synergistically to give 
enhanced protection (i.e. 100% survival). 




5/3,AB/2 (Item 1 from file: 6) 

DIALOG (R) File 6:NTIS 

(c) 2006 NTIS, Intl Cpyrght All Rights Res. All rts. reserv. 

2320218 NTIS Accession Number: ADA4 33381/XAB 

%52% %Kilodalton% %Protein% Vaccine Candidate for % Francisella% 
%tularensis% 




(Technical memorandum) 

Sikora, C. A. ; Berger, B. J. ; Cherwonogrodsky, J. W. 
D^NSE^SJSEARCH AND DEVELOPMENT SUFFIELD (ALBERTA) . 
Corp, Sourcfe Codes: 888888888; 441804 ^ 




Product reproduced from digital image. Order this product from NTIS by: 
phone at 1-800-553-NTIS (U.S. customers); (703)605-6000 (other countries); 
fax at (703)605-6900; and email at orders@ntis.gov. NTIS is located at 5285 
Port Royal Road, Springfield, VA, 22161, USA. 

NTIS Prices: PC A04/MF A01 

For identifying %Francisella% %tularensis% vaccine candidates, mice were 
first vaccinated with Brucella abortus O-polysaccharide (OPS) vaccine. 
These animals were then given 10 LD(sub 50S) of F. tularensis live vaccine 
strain (LVS) . Sixty percent (60%) of the vaccinated mice survived the 
multiple lethal dose while all the unvaccinated control mice perished. Sera 
were collected from these surviving mice and used to probe supernatant and 
cell lysates of live F. tularensis LVS cultures. Several %Francisella% 
%tularensis% components were identified by this noted antiserum. Mouse 
serum from mice vaccinated with killed F. tularensis did not identify these 
components. Of these identified proteins, enzyme digestions and chemical 
oxidation suggest post-translational modifications for some of the proteins 
(e.g. a %52% %kilodalton% (kDa) glycoprotein, a 45 kDa lipoprotein and a 19 
kDa nucleoprotein) . In low concentrations, the 52 kDa component caused 
nitrous oxide induction in tissue cultures and in high concentrations it 
caused cell death. Vaccination with this %protein% gave mice partial 
protection (20% survival) from 250 LD(sub 50) of tularemia given 
intranasally while the addition of other components may have acted 
synergistically to give enhanced protection (i.e. 100% survival). 
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4/3,AB/l (Item 1 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2006 American Chemical Society. All rts. reserv. 
141156100 CA: 14 1 ( 10) 156100y PATENT 

Mammals immunizing sequentially with different infectious agents and 
observing cross-protection to identify novel vaccine candidates 
INVENTOR (AUTHOR) : Sikora, Christopher A.; Berger, Bradley J.; 
Cherwonogrodzky, John W. 
LOCATION: Can., 

PATENT: U.S. Pat. Appl . .PublT T*tJ3"^0 0 4 0 1 5 1 7 3 6 Al DATE: 2004.0-8 05s. 
APPLICATION: US 76224 1 ((20040123) *U*S PV442072 (20030124) / ' 
PAGES: 21 pp. CODEN: USXXGO^AlJ^fAGE : English 
PATENT CLASSIFICATIONS: 

CLASS: 424190100; A61K-039/02A 




4/3,AB/2 (Item 1 from file: 654) 

DIALOG (R) File 654: US Pat. Full, 
(c) Format only 2006 Dialog. All rts. reserv. 

6742770 
UTILITY 

Masp-2, a complement-fixing enzyme, and uses for it 

Inventor: Jensenius, Jens Christian, Finsens Alle 28, DK-52, Odense M, DK 

Thiel, Steffen, Nordtoftevej 11, DK-82, Risskov, DK 
Assignee: Unassigned 
Examiner: Nashed, Nashaat T. 
Assistant Examiner: Moore, William W. 
Legal Representative: Cooper, Iver P. 

Publication Application Filing 

Number Kind Date Number Date 



Main Patent US 7112414 B2 20060926 US 2001332713 20010713 

Related Publ US 20040038297 Al 20040226 

PCT WO 200206460 A 20020124 WO 2001DK499 20010713 

US Term Extension: 11 days 

Fulltext Word Count: 20913 
Abstract : 

[00000] The present invention relates to substantially pure 
mannan-binding lectin associated serine protease-2 (MASP-2) polypeptides 
and fragments thereof as well as nucleic acids encoding such polpeptides. 
Furthermore, the present invention relates to uses of a substantially 
pure polypeptide comprising amino acid sequences derived from 
mannan-binding lectin associated serine protease-2 (MASP2) or a 
functional homologue thereof for the production of a pharmaceutical 
composition as well as pharmaceutical compositions comprising MASP-2 
and/or MASP-2 fragments. In addition the present invention relates to 
inhibitors of MASP-2 and pharmaceutical compositions comparing such 
inhibitors. Methods for detecting MASP-2 nucleic acid expression are 



included in the invention. 



4/3,AB/3 (Item 2 from file: 654) 

DIALOG (R) File 654: US Pat. Full, 
(c) Format only 2006 Dialog. All rts. reserv. 

6739280 
UTILITY 

Methods of generating chimeric adenoviruses and uses for such chimeric aden 
oviruses 

Inventor: Roy, Soumitra, Wayne, PA, US 

Wilson, James M., Gladwyne, PA, US 
Assignee: The Trustees of the University of Pennsylvania, (02), 3160 
Chestnut Street, Suite 200, Philadelphia, 19104-6283, PA 
Correspondence Address: HOWSON AND HOWSON, SUITE 210, 501 OFFICE CENTER 
DRIVE, FT WASHINGTON, PA, 19034, US 



Main Patent 
PCT 

Provisional 
Provisional 
Priority 



Publication 
Number 



Kind 



Date 



Application 
Number 



US 20060211115 Al 20060921 
WO 2004US16614 20040615 



Filing 
Date 



US 2004561201 

US 60-566212 
US 60-575429 
US 20031046530 



20040615 

20040428 
20040528 
20030620 



Fulltext Word Count: 23119 



Abstract : 

[00000] A method for providing an adenovirus from a serotype which does 
not grow efficiently in a desired cell line with the ability to grow in 
that cell line is described. The method involves replacing the left and 
right termini of the adenovirus with the corresponding termini from an 
adenovirus which grow efficiently in the desired cell line. At a minimum, 
the left terminus spans the (5 f ) inverted terminal repeat, the left 
terminus spans the E4 region and the (3 1 ) inverted terminal repeat. The 
resulting chimeric adenovirus contains the internal regions spanning the 
genes encoding the penton, hexon and fiber from the serotype which does 
not grow efficiently in the desired cell. Also provided are vectors 
constructed from novel simian adenovirus sequences and proteins, host 
cells containing same, and uses thereof. 



4/3,AB/4 (Item 3 from file: 654) 

DIALOG (R) File 654: US Pat. Full, 
(c) Format only 2006 Dialog. All rts. reserv. 

6403420 

Derwent Accession: 2006-108970 
UTILITY 

Vimentin directed diagnostics and therapeutics for multidrug resistant 
neoplastic disease 

Inventor: Georges, Elias, Laval, CA 

Serfass, Lucile, Montreal, CA 

Bonneau, Anne-Marie, Laval, CA 

Dallaire, Frederic, Montreal, CA 
Assignee: Aurelium BioPharma Inc., (03) 

Correspondence Address: WILMER CUTLER PICKERING HALE AND DORR LLP, 60 STATE 
STREET, BOSTON, MA, 02109, US 



Publication Application Filing 

Number Kind Date Number Date 



Main Patent US 20060014225 Al 20060119 US 2005173672 20050701 
Division PENDING US 2003736889 20031215 

Provisional US 60-433480 20021213 



Fulltext Word Count: 51392 
Abstract : 

[00000] Disclosed are methods for treating or preventing a neoplastic 
or a multidrug resistant neoplasm in a subject using cell surface 
vimentin targeted therapeutic. 



4/3,AB/5 (Item 4 from file: 654) 

DIALOG (R) File 654 : US Pat. Full, 
(c) Format only 2006 Dialog. All rts. reserv. 

5976089 

Derwent Accession: 2004-668914 
UTILITY 

Triosephosphate isomerase directed diagnostics and therapeutics for 
multidrug resistant neoplastic disease 
Inventor: Georges, Elias, Laval, CA 

Serfass, Lucile, Montreal, CA 

Bonneau, Anne-Marie, Laval, CA 

Dallaire, Frederic, Montreal, CA 
Assignee: Aurelium BioPharma, Inc., (03) 

Correspondence Address: WILMER CUTLER PICKERING HALE AND DORR LLP, 60 STATE 
STREET, BOSTON, MA, 02109, US 

Publication Application Filing 

Number Kind Date Number Date 



Main Patent US 20050026231 Al 20050203 US 2004801988 20040315 
Provisional US 60-455005 20030314 



Fulltext Word Count: 47339 
Abstract : 

[00000] Disclosed are methods for detecting neoplastic or damaged cells 
and for detecting multidrug resistance in neoplastic or damaged cells by 
detecting an increase in the cellular expression of a triosephosphate 
isomerase (TPI) %protein% in a multidrug resistant neoplastic or damaged 
cells as compared to the level of expression of the triosephosphate 
isomerase %protein% in a normal cell. 



4/3,AB/6 (Item 5 from file: 654) 

DIALOG (R) File 654: US Pat. Full, 
(c) Format only 2006 Dialog. All rts. reserv. 

5950031 

Derwent Accession: 2004-525100 
UTILITY 

Nucleophosmin directed diagnostics and therapeutics for multidrug resistant 
neoplastic disease 

Inventor: Georges, Elias, Laval, CA 

Serfass, Lucile, Montreal, CA 

Bonneau, Anne-Marie, Laval, CA 

Dallaire, Frederic, Montreal, CA 
Assignee: Aurelium BioPharma, Inc., (03) 

Correspondence Address: WILMER CUTLER PICKERING HALE AND DORR LLP, 60 STATE 
STREET, BOSTON, MA, 02109, US 



Publication Application Filing 

Number Kind Date Number Date 



Main Patent US 20050009119 Al 20050113 US 2003737712 20031215 
Provisional US 60-433351 20021213 



Fulltext Word Count: 54254 
Abstract : 

[00000] Disclosed are methods for detecting neoplastic or damaged cells 
and for detecting multidrug resistance in neoplastic or damaged cells by 
detecting an increase in the cell surface expression of a nucleophosmin 
(NPM) protein on the surface of such a multidrug resistant neoplastic or 
damaged cells as compared to the level of expression of the nucleophosmin 
protein on the surface of a normal cell. 



4/3,AB/7 (Item 6 from file: 654) 

DIALOG (R) File 654: US Pat. Full, 
(c) Format only 2006 Dialog. All rts. reserv. 

0005922328 

Derwent Accession: 2005-078943 

Vimentin directed diagnostics and therapeutics for multidrug resistant 

neoplastic disease 

Inventor: Georges, Elias, INV 

Serfass, Lucile, INV 

Bonneau, Anne-Marie, INV 

Dallaire, Frederic, INV 
Assignee: Aurelium BioPharma Inc. (03) 

Correspondence Address: WILMER CUTLER PICKERING HALE AND DORR LLP, 60 STATE 
STREET, BOSTON, MA, 02109, US 

Publication Application Filing 

Number Kind Date Number Date 



Main Patent US 20040259112 Al 20041223 US 2003736889 20031215 
Provisional US 60-433480 20021213 



Fulltext Word Count: 58100 
Abstract : 

Disclosed are methods for detecting multidrug resistance in neoplastic 
or damaged cells or multidrug resistant (MDR) neoplastic or damaged cells 
by detecting an increase in the cell surface expression of vimentin 
%protein% in such cells as compared to the level of cell surface 
expression of vimentin %protein% in a normal cell or a non-MDR neoplastic 
cell. 



4/3,AB/8 (Item 7 from file: 654) 

DIALOG (R) File 654: US Pat. Full, 
(c) Format only 2006 Dialog. All rts. reserv. 

0005806430 

Derwent Accession: 2004-553396 

HSC70 directed diagnostics and therapeutics for multidrug resistant 

neoplastic disease 

Inventor: Georges, Elias, INV 

Serfass, Lucile, INV 

Bonneau, Anne-Marie, INV 



Dallaire, Frederic, INV 
Assignee: Aurelium BioPharma, Inc. (03) 

Correspondence Address: WILMER CUTLER PICKERING HALE AND DORR LLP, 
STREET, BOSTON, MA, 02109, US 



60 STATE 



Main Patent 
Provisional 



Publication 
Number 



Kind 



Date 



Application 
Number 



US 20040185511 Al 20040923 



US 2003737350 
US 60-438012 



Filing 
Date 



20031215 
20030103 



Fulltext Word Count: 57598 
Abstract : 

Disclosed are methods for detecting neoplastic or damaged cells and for 
detecting multidrug resistance in neoplastic or damaged cells by 
detecting an increase in the cell surface expression of a heat shock 
cognate (HSC70) %protein% 70 on the surface of such a multidrug resistant 
neoplastic or damaged cells as compared to the level of expression of the 
HSC70 %protein% on the surface of a normal cell. 



4/3,AB/9 (Item 8 from file: 654) 

DIALOG (R) File 654: US Pat. Full, 
(c) Format only 2006 Dialog. All rts. reserv. 

0005746588 

Derwent Accession: 2004-570708 

Use of cross-protection to identify novel vaccine candidates for infectious 
agents 

Inventor: Sikora, Christopher, INV 

Berger, Bradley, INV 

Cherwonogrodzky, John, INV 
Correspondence Address: NIXON & VANDERHYE, PC, 1100 N GLEBE ROAD 8TH FLOOR, 
ARLINGTON, VA, 22201-4714, US 



Publication 
Number 



Kind 



Date 



Application 
Number 



Filing 
Date 



Main Patent US 20040151736 Al 20040805 US 2004762241 20040123 
Provisional US 60-442072 20030124 



Fulltext Word Count: 11625 
Abstract : 

This invention discloses methods for identifying %Francisella% 
%tularensis% vaccine candidates. It enables identification of novel 
vaccine candidates and quality assurance for vaccine batches, assessment 
of protection in vaccinates and identification of the infecting agent in 
vaccinates. Mice were first vaccinated with Brucella abortus 
O-polysaccharide (OPS) vaccine. These animals were then given 10 
LD [sub] 50s of F. tularensis live vaccine strain (LVS) . Sixty percent 
(60%) of the vaccinated mice survived the multiple lethal doses. Sera 
were collected from these surviving mice and the antibodies were used to 
probe supernatant and cell lysates of live F. tularensis LVS cultures. 
Several F. tularensis components were identified only by the noted 
"survivor" antisera. Of these identified proteins, enzyme digestions and 
chemical oxidation suggest post-translational modifications of some 
proteins e.g. a %52% %kDa% %glycoprotein% , a 45 kDa %lipoprotein% and a 
19 kDa %nucleoprotein% . The %52% %kDa% component caused nitrous oxide 
induction in tissue cultures at low concentrations, cell death at high 



concentrations. Vaccination with this gave partial protection while 
addition of other components acted synergistically to give enhanced 
protection from 250 LD[sub]50s of F. tularensis LVS. 



4/3,AB/10 (Item 9 from file: 654) 

DIALOG (R) File 654 : US Pat. Full, 
(c) Format only 2006 Dialog. All rts. reserv. 

0005551620 

Derwent Accession: 2002-179791 

Masp-2,a complement-fixing enzyme, and uses for it 
Inventor: Jensenius, Jens, INV 

Thiel, Steffen, INV 
Correspondence Address: BROWDY AND NEIMARK, P.L.L.C. 624 NINTH STREET, NW, 
SUITE 300, WASHINGTON, DC, 20001-5303, US 

Publication Application Filing 

Number Kind Date Number Date 



Main Patent US 20040038297 Al 20040226 US 2003332713 20030703 
PCT 

Priority DK 20001089 20000713 

DK 2001870 20010601 



Fulltext Word Count: 26386 
Abstract : 

The present invention relates to substantially pure mannin-binding 
lectin associated serine protease-2 (MASP-2) polypeptides and fragments 
thereof as well as nucleic acids encoding such polpeptides. Futhermone, 
the present invention realates to uses of a substantially pure 
polypeptide comprising amino acid sequences derived from mannan-binding 
lectin associated serine protease-2 (MASP2) or a functional homologue 
thereof for the production of a pharmaceutical composition as well as 
pharmaceutical compositons comprising MASP-2 and/or MASP-2 fragments. In 
addition the present invetion relates to inhibitors of MASP-2 and 
pharmaceutical compositiosn compring such inhibitors. Methods for 
detecting MASP-2 nucleic acid expression are included in the invention. 
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English Abstract 

Disclosed are methods for detecting multidrug resistance in neoplastic or 
damaged cells or multidrug resistant (MDR) neoplastic or damaged cells by 
detecting an increase in the cell surface expression of vimentin 
%protein% in such cells as compared to the level of cell surface 
expression of vimentin %protein% in a normal cell or a non-MDR neoplastic 
cell. 

French Abstract 

Ces methodes permettent de detecter la multiresistance aux medicaments 
dans des cellules neoplasiques ou endommagees ou de detecter des cellules 
neoplasiques ou endommagees a multiresistance aux medicaments par 
detection d'une augmentation de 1' expression de la proteine vimentine 
dans la surface de la cellule par rapport a 1' expression de la proteine 
vimentine dans la surface d'une cellule normale ou neoplasique n'ayant 
pas une multiresistance aux medicaments. 
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English Abstract 

A method for providing an adenovirus from a serotype which does not grow 
efficiently in a desired cell line with the ability to grow in that cell 
line is described. The method involves replacing the left and right 
termini of the adenovirus with the corresponding termini from an 
adenovirus which grow efficiently in the desired cell line. At a minimum, 
the left terminus spans the (5 ? ) inverted terminal repeat, the left 
terminus spans the E4 region and the (3 1 ) inverted terminal repeat. The 
resulting chimeric adenovirus contains the internal regions spanning the 
genes encoding the penton, hexon and fiber from the serotype which does 
not grow efficiently in the desired cell. Also provided are vectors 
constructed from novel simian adenovirus sequences and proteins, host 
cells containing same, and uses thereof. 

French Abstract 

L' invention concerne un procede pour obtenir un adenovirus, a partir d'un 
serotype qui ne croit pas de maniere efficace dans une lignee cellulaire 
desiree, presentant la capacite de croitre dans cette lignee cellulaire. 
Ledit procede consiste a remplacer les extremites gauche et droite de 
1 ' adenovirus par les extremites correspondantes d'un adenovirus qui croit 
de maniere efficace dans la lignee cellulaire desiree. Au minimum, 
1 1 extremite gauche couvre la repetition terminale inversee en (5 1 )/ 
l'extremite gauche couvre la region E4 et la repetition terminale 
inversee en (3 f ). L' adenovirus chimerique ainsi obtenu contient des 
regions internes couvrant les genes codant le pentone, I'hexone et la 
fibre obtenues a partir du serotype qui ne croit pas efficacement dans la 
cellule desiree. L f invention concerne egalement des vecteurs construits a 
partir de nouvelles sequences et proteines d' adenovirus simien, des 
cellules hotes les contenant ainsi que leurs utilisations. 
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English Abstract 

Disclosed are methods for detecting neoplastic or damaged cells and for 
detecting multidrug resistance in neoplastic or damaged cells by 
detecting an increase in the cellular expression of a triosephosphate 
isomerase (TPI) %protein% in a multidrug resistant neoplastic or damaged 
cells as compared to the level of expression of the triosephosphate 
isomerase %protein% in a normal cell. 

French Abstract 

Procedes de detection de cellules neoplasiques ou endommagees ainsi que 
de la multiresistance aux medicaments dans des cellules neoplasiques ou 
endommagees, consistant a detecter une augmentation de l 1 expression 
cellulaire d ? une proteine triose-phosphate isomerase (TPI) dans des 
cellules neoplasiques ou endommagees a multiresistance aux medicaments, 
par rapport au niveau d' expression de ladite proteine dans une cellule 
normale . 
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English Abstract 

Disclosed are methods for detecting neoplastic or damaged cells and for 
detecting multidrug resistance in neoplastic or damaged cells by 
detecting an increase in the cell surface expression of a heat shock 
cognate (HSC70) protein 70 on the surface of such a multidrug resistant 
neoplastic or damaged cells as compared to the level of expression of the 
HSC70 protein on the surface of a normal cell. 

French Abstract 

La presente invention se rapporte a des procedes de detection de cellules 
neoplasiques ou endommagees et de detection d'une resistance a de 
multiples medicaments dans des cellules neoplasiques ou endommagees au 
moyen de la detection d'un accroissement dans l 1 expression superf icielle 
cellulaire d'une proteine 70 apparentee de choc thermique (HSC70) a la 
surface de telles cellules neoplasiques ou endommagees resistant a de 
multiples medicaments par comparaison au niveau d 1 expression de la 
proteine HSC70 a la surface d'une cellule normale. 
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English Abstract 

Disclosed are methods for detecting neoplastic or damaged cells and for 
detecting multidrug resistance in neoplastic or damaged cells by 
detecting an increase in the cell surface expression of a nucleophosmin 
(NPM) %protein% on the surface of such a multidrug resistant neoplastic 
or damaged cells as compared to the level of expression of the 
nucleophosmin %protein% on the surface of a normal cell. 

French Abstract 

La presente invention a trait a des procedes de detection de cellules 
neoplasiques ou endommagees et de detection de la multiresistance aux 
medicaments dans des cellules neoplasiques ou endommagees par la 
determination d f une croissance dans 1' expression en surface cellulaire 
d'une proteine nucleophosmine (NPM) a la surface de telles cellules 
neoplasiques ou endommagees a multiresistance aux medicaments par rapport 
a 1' expression de la proteine nucleophosmine a la surface d f une cellule 
normale . 
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English Abstract 

The present invention relates to substantially pure mannin-binding lectin 
associated serine protease-2 (MASP-2) polypeptides and fragments thereof 
as well as nucleic acids encoding such polpeptides. Futhermone, the 
present invention realates to uses of a substantially pure polypeptide 
comprising amino acid sequences derived from mannan-binding lectin 
associated serine protease-2 (MASP2) or a functional homologue thereof 
for the production of a pharmaceutical composition as well as 
pharmaceutical compositons comprising MASP-2 and/or MASP-2 fragments. In 
addition the present invetion relates to inhibitors of MASP-2 and 
pharmaceutical compositiosn compring such inhibitors. Methods for 
detecting MASP-2 nucleic acid expression are included in the invention. 

French Abstract 

L' invention concerne des polypeptides sensiblement purs de 
serine-protease-2 associee a la lectine liant le mannose (MASP-2) et 
leurs fragments ainsi que des acides nucleiques codant pour ces 
polypeptides. L f invention concerne egalement les utilisations d'un 
polypeptide sensiblement pur comprenant des sequences d 1 acides amines 
derives de la serine-protease-2 associee a la lectine liant le mannose 
(MASP-2) ou un homologue fonctionnel dudit polypeptide pour la production 
d'une composition pharmaceutique ainsi que des compostions 
pharmaceutiques comprenant MASP-2 et/ou des fragments de MASP-2. En 
outre, 1 ? invention concerne des inhibiteurs de MASP-2 et des compositions 
pharmaceutiques comprenant ces inhibiteurs. L 1 invention concerne enfin 
des methodes permettant de detecter l 1 expression d f acides nucleiques de 
MASP-2. 
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52 Kilodalton %Protein% Vaccine Candidate for %Francisella% %tularensis% . 

Sikora CA; Berger BJ; Cherwonogrodsky JW 
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Languages : UNSPECIFIED 
Record type: Completed 

Technical memorandum. For identifying %Francisella% %tularensis% vaccine 
candidates, mice were first vaccinated with Brucella abortus 
O-polysaccharide (OPS) vaccine. These animals were then given 10 LD(sub 
50S) of F. tularensis live vaccine strain (LVS) . Sixty percent (60%) of the 
vaccinated mice survived the multiple lethal dose while all the 
unvaccinated control mice perished. Sera were collected from these 
surviving mice and used to probe supernatant and cell lysates of live F. 
tularensis LVS cultures. Several %Francisella% %t.ularensis% components- were 
identified by this noted antiserum. Mouse serum from mice vaccinated with 
killed F. tularensis did not identify these components. Of these identified 
proteins, enzyme digestions and chemical oxidation suggest 
post-translational modifications for some of the proteins (e.g. a %52% 
kilodalton (%kDa% ) glycoprotein, a 45 kDa lipoprotein and a 19 kDa 
nucleoprotein) . In low concentrations, the %52% %kDa% component caused 
nitrous oxide induction in tissue cultures and in high concentrations it 
caused cell death. Vaccination with this %protein% gave mice partial 
protection (20% survival) from 250 LD(sub 50) of tularemia given 
intranasally while the addition of other components may have acted 
synergistically to give enhanced protection (i.e. 100% survival) . 
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USE OF CROSS-PROTECTION TO IDENTIFY NOVEL VACCINE CANDIDATES FOR INFECTIOUS 
AGENTS; AGAINST TULAREMIA 

Inventors: Berger Bradley J (CA) ; Cherwonogrodzky John W (CA) ; Sikora 

Christopher A (CA) 
Assignee: Unassigned Or Assigned To Individual 
Assignee Code: 68000 

Probable Assignee: Her Majesty Queen CA 
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Abstract: This invention discloses methods for identifying %Francisella% 
%tularensis% vaccine candidates. It enables identification of novel vaccine 
candidates and quality assurance for vaccine batches, assessment of 
protection in vaccinates and identification of the infecting agent in 
vaccinates. Mice were first vaccinated with Brucella abortus 
O-polysaccharide (OPS) vaccine. These animals were then given 10 LD50s of 
F. tularensis live vaccine strain (LVS) . Sixty percent (60%) of the 
vaccinated mice survived the multiple lethal doses. Sera were collected 
from these surviving mice and the antibodies were used to probe supernatant 
and cell lysates of live F. tularensis LVS cultures. Several F. tularensis 
components were identified only by the noted "survivor" antisera. Of these 
identified proteins, enzyme digestions and chemical oxidation suggest 
post-translational modifications of some proteins e.g. a %52% %kDa% 
%glycoprotein%, a 45 kDa %lipoprotein% and a 19 kDa %nucleoprotein% . The 
%52% %kDa% component caused nitrous oxide induction in tissue cultures at 
low concentrations, cell death at high concentrations. Vaccination with 
this gave partial protection while addition of other components acted 
synergistically to give enhanced protection from 250 LD50s of F. tularensis 
LVS. 
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New subcellular %protein% expressed from %Francisella% %tularensis% 

infected mammal subculture growing in synthetic salts medium of weak 
acidity, useful as vaccine candidate against infectious agents, e.g. 
bacteria, viruses, or parasites - recombinant %protein% production for 
use in disease therapy and vaccine 

AUTHOR: SIKORA C A; BERGER B J; CHERWONOGRODZKY J W 
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ABSTRACT: DERWENT ABSTRACT: NOVELTY - A subcellular %protein% expressed 

from %Francisella% %tularensis% infected mammal subculture growing in 
synthetic salts medium of weak acidity, is new. DETAILED DESCRIPTION - 
INDEPENDENT CLAIMS are also included for the following: (1) a method 

for expressing a subcellular %protein% from a F. tularensis infected 
mammal; (2) a method for identifying an infectious agent in a mammal; 
(3) a method for assessing in vitro the usefulness of a vaccine lot for 
quality assurance; and (4) a method for identifying the presence of a 
F. tularensis infection in a mammal. BIOTECHNOLOGY - Preferred 

Subcellular %Protein%: The %protein% has a molecular weight of %52% 

%kDa% . The infected mammal is first vaccinated with a component 
extracted from a first infectious agent and then infected with a high 
dosage of a second infectious agent. The component is O-polysaccharide, 
the first infectious agent is Brucella abortus and the- second 
infectious agent is F. tularensis. The mammal is a mouse or a human. 
The F. tularensis infection is caused by lethal dosage of live vaccine 

strain. Preferred Method: Expressing a subcellular %protein% from a F. 
tularensis infected mammal comprises subculturing the infected mammal 
in synthetic salts medium of weak acidity and in sub-optimal 
environment to enhance the expression. The sub-optimal environment 

occurs during the first three rounds subculturing. The subcellular 

%protein% is used as a vaccine candidate against F. tularensis. 
Identifying an infectious agent in a mammal comprises vaccinating the 
mammal against a first infectious agent and subsequently exposing the 
mammal to a second infectious agent to be identified, thus causing the 
mammal to express a subcellular %protein% against the second infectious 

agent. The subcellular %protein% is detected from antiserum collected 
from the mammal. The first and second infectious agents are bacteria, 
fungi, yeasts, viruses, or parasites. The vaccine against the first 
infectious agent is O-polysaccharide. Assessing in vitro the usefulness 
of a vaccine lot for quality assurance comprises identifying and 

quantifying key subcellular %protein% in the vaccine lot. The vaccine 
lot is a F. tularensis vaccine lot. Identifying the presence of a F. 
tularensis infection in a mammal comprises detecting the presence of 

subcellular %protein% having a molecular weight of %52% %kDa% in the 
mammal's serum. Alternatively, identifying the presence of a F. 
tularensis infection in a mammal comprises detecting the presence of 
anti-myosin antibodies in the mammal's serum. ACTIVITY - Antibacterial; 
Fungicide; Virucide; Antiparasitic. MECHANISM OF ACTION - Vaccine. No 

biological data given. USE - The subcellular %protein% is useful as a 
vaccine candidate against the second infectious agent in a mammal, e.g. 
bacteria, fungi, yeasts, viruses, or parasites. It is also useful as an 
agent to assess the immune status and level of protection for a mammal 
vaccinated with the vaccine candidate. The antiserum containing the 

subcellular %protein% is useful for probing antigens of the infectious 
agent to be identified (all claimed) . ADMINISTRATION - No details 



given. (21 pages) 
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<italic>%Francisella% %tularensis%</italic> is one of a small group of 
bacteria recognized for their virulence and potential for use as biological 
weapons. In this study we utilize a novel approach to identify an 
immunologically prominent component of <italic>F. tularensis</italic> that 
appears to be a promising vaccine candidate. <italic>Francisella</italic> 
is an intracellular pathogen that infects cells of the reticuloendothelial 
system. Other bacteria, such as <italic>Brucella</italic> spp. have this 
part of their life cycle in common. However, while mice injected with 
<italic>F. tularensis</italic> all die within three weeks of infection, 
mice injected with <italic>Brucella</italic> spp. survive and produce 
antibodies to the bacteria which are immunologically reactive not only with 
<italic>Brucella</italic> spp. but, also with <italic>Francisella 
</italic>. When we vaccinated mice with a <italic>B. abortis</italic> 
O-linked polysaccharide (OPS) and then challenged them with 10 
LD<sub>50</sub> <italic> F . tularensis</italic> LVS, 60% survived. Sera 
from <italic>Brucella</italic> OPS-primed/<italic>F. 

tularensis</italic>-challenged mice was used to identify immune reactive 
proteins from <italic>F. tularensis</italic> . A novel %52% %kDa% fraction 
was identified. (Abstract shortened by UMI . ) 



2 AU=BERGER, BRADLEY 

16 AU=BERGER, BRADLEY J 

54 AU=BERGER, BRADLEY J. 

2 AU=BERGER, BRADLEY JAMES 
18 AU=BERGER, BJ 

3 AU=BERGER, BJ* 



S13 

? rd 


95 E20-E23, 


, El, 


E2 








>»Duplicate 


detection 


is 


not 


supported 


for 


File 


398 . 


>>>Duplicate 


detection 


is 


not 


supported 


for 


File 


654 . 


>>>Duplicate 


detection 


is 


not 


supported 


for 


File 


349. 


>>>Duplicate 


detection 


is 


not 


supported 


for 


File 


340 . 


>>>Duplicate 


detection 


is 


not 


supported 


for 


File 


348 . 


»>Duplicate 


detection 


is 


not 


supported 


for 


File 


390. 


>>>Duplicate 


detection 


is 


not 


supported 


for 


File 


355. 


>»Duplicate 


detection 


is 


not 


supported 


for 


File 


324. 


>>>Duplicate 


detection 


is 


not 


supported 


for 


File 


229. 


>>>Duplicate 


detection 


is 


not 


supported 


for 


File 


393. 


>>>Duplicate 


detection 


is 


not 


supported 


for 


File 


167. 


>>>Duplicate 


detection 


is 


not 


supported 


for 


File 


345. 



>>>Records from unsupported files will be retained in the RD set. 

514 59 RD (unique items) 
? s sl4 and tularensis 

59 S14 
15492 TULARENSIS 

515 1 S14 AND TULARENSIS 
? t sl5/3 / ab/l 

>>>No matching display code(s) found in file(s): 65, 135, 167, 180, 22 
345, 355, 390, 398 

15/3, AB/1 (Item 1 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2006 American Chemical Society. All rts. reserv. 
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Mammals immunizing sequentially with different infectious agents and 
observing cross-protection to identify novel vaccine candidates 
INVENTOR (AUTHOR) : Sikora, Christopher A.; Berger, Bradley J. ; 
Cherwonogrodzky, John W. 
LOCATION: Can., 

PATENT: U.S. Pat. Appl . Publ . ; US 20040151736 Al DATE: 20040805 
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PATHOGENICITY OF THE FRANC I S ELLA- % T ULAREN S I S % LIVE VACCINE STRAIN LVS 
AUTHOR: %CHERWONOGRODZKY J W% (Reprint); DI NINNO V L; KNODEL M H; SPENCE M 
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AUTHOR ADDRESS: DEFENCE RES ESTABLISHMENT SUFFIELD, BOX 4000, MEDICINE HAT, 

ALBERTA T1A 8 K6** CANADA 
JOURNAL: Abstracts of the Annual Meeting of the American Society for 
Microbiology 90 pl24 1990 

CONFERENCE/MEETING: 90TH ANNUAL MEETING OF THE AMERICAN SOCIETY FOR 

MICROBIOLOGY 1990, ANAHEIM, CALIFORNIA, USA, MAY 13-17, 1990. ABSTR ANNU 

MEET AM SOC MICROBIOL. 

ISSN: 0094-8519 

DOCUMENT TYPE: Meeting 

RECORD TYPE: Citation 

LANGUAGE: ENGLISH 
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